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mmm *k t & cap t msir % # v ^ r f - k„ 

Ko 

3 ] Btjfcs i z tt nr*£ 2 tciemo # v ^ k * n - K1- a *° y 
4 ] if ^ 3 izmm<D V * * U * f - K * # tr§im^ ^ ^ - o 

Co o o i] 

;£fPJ?{i> c-Cbl -associated protein (CAP) K^ir^mM^^V **rf?- K> 
[0 0 0 2] 

T?t4-f y<Dfe&Ki*frfrfrb'ftaM<Di&L*)&fr • fggriM&ESft&w > 
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Xittm* n V -<^»ii^:tc#v^o2Mlim^M^^^iiJp LTi5 *) , B# 

mm^nmt Ltzm^^mm s Mt^x^^ 0 

£fttf§LT>f >(7)^tl£t^;v^-;vtfMilTIJ (SU#J) ^ Si 

k & tt & K**t? m<oi&mx~$>2> o -ofr v i; v >ms^{±^^^ ^ v v 

>— A±i5g^iJjS^tt^##^>v (peroxisome proliferator activated receptor: 
PPARy )<DT 3*— -X h £ LT^fflt-^)^ t^$ttTV^(^#fp^mi#HS)o 

^i-^gij^^pe>;h--rv^ (^#fp^cm2 -3 #bs)o zmmvmmt'bm-t: 
*i>tzbirnM%:Bmm%<Dx^ 4 >mH/^km<Dtz^>\z^ ppar 7 \znpt> 

IRS-lS.tMRS-2, PI3*?— te\ PDKl£^LTAktl (PKB « ) * & V>(£Akt2 (PKB^ 

. «W&^*»?> 0*051 *)&*4:iRa|-t«o (^#^m5#HS)o 

T*Ji>f W^r^^^c-Cbl^tfCAP^^LTCrK I I> C3G^ &tfTC10^JH 
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SH3K^ >^^LTc-Cblh^f^o dOCAP/c-Cbm^fi^T >^'J >~>^* 

-Guyr4<Dmmm^<Dmt7 zazM-t&o c-ai £ ois-^ k* << ^t?**sh3 

*E#i-*ifc**«#$^TV»«(^tt»^dR9#J!R)o £*l&<0*H*&, CAP 
tec-Cbl 1 0^i:fffttIlfi^Oil I) < y^t^H^SK^ 

[0 0 0 3] 

[^#f*\fcfU] P9* • f/l' • ^tny^V • <Jr*X HJ- (T 

he Journal of Biological Chemistry) _K ( 
KM) . 1 9 9 5^, f2 7 0t, p. 12953-12956 

[3¥mfrXWt2] W7e-f^-X7n>N7 (Diabetes Fr 
o n t i e r ) J , (#S) , 1 9 9 9^, *10«, p. 811-818 

[^#^M3] W71i-T^-X 70^7^7 (Diabetes Fr 
o n t i e r) J , (#H) , 1999^, f lOt, p. 819-824 

z' (The Journal of Clinical Investigatio 
n) J , 2 0 0 0^ f 106t> f 2f, p. 165-169 

[#N$Bfc£flt5l rf • y>-t^ • 1 7* • ;M t a^*;v • h 'J - (T 

he Journal of Biological Chemistry) J > ( 
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*ffl) , 1 9 9 9^ W>2 7 4m, &4^\ p. 1865-1868 
m&ft$M6} l"*>f^*- (Nature)J, (3£B) „ 2 0 0 1^, I 
4 10^ f6 8 3 1f> p. 944-948 

W&W3d&7\ [^^^^7- • T> Y ■ • ;^tny- (Molecula 

r and Cellular Biology) J C^S) , 1 9 9 8^, f 18t, f2f, p. 8 
7 2-879 

m^WXns] - y*?-1r)V • - jU*uViJ)V > *r$.KYV- (T 
he Journal of Biological Chemi s t ry) J > ( 
x 2 0 0 0^, $2 7 5t, il3f, p. 9131-9135 

[^#^^9] [f ■ y> - • 1 7 t Dy * ^ • ^ f 'J - (T 
he Journal of Biological Chemi s t ry) J , ( 
%m) , 2 0 0 1^, f2 7 6t, #9^\ p. 6065-6068 

W&WXWt 10] ^V#a7 - • 7>K • ^;i^7- • AMtny- (Molecu 
lar and Cellular Biology) J (^H) , 2 0 0 2^ f2 2t, 11 If, p 
.3599-3609 

[0 0 0 4] 

[0 0 0 5] 

mm * m®:? htz*b<D^m 

cap itf <Dwm & mm t x v > & ht- £ rjs t , ^ <^ffi £ ira-f 
^ihtcj: *)jgj&T^& t^pLtzo Jrz.xcmzffe&ir2>m&wz, m^y-^ 

jffiJCHatTV^SteRCAPBPl (CAP binding protein 1) K1" 
mSiS^iJ^H ba^cDNA<50^n-^^^«^U/Co £ 5> ^Rlfif Ov>>x* 
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[0 0 0 6] 

[1] (1) gB?!j#^-2 t£{4 4-C^£ft&T3- CAP 

t^-r£*°';^-7°f-h\ (2) @e^j#-^2^o f 4-r^^tL^>T5 sm. 

muz&^T, i~i oi^T^t^ fi^> s^/xwx^tL/cT^ 

[2] mm^2 % ?zte4-?mztiz>T< /mmu^^^^v^^- h\ 

[ 3 3 |ff$£ 1 X»±W^ 2 KfEttO* V ^T 9 ^ K £ a - K**"* # y * * 1/ * 
[ 4 ] fflf&g 3 tcf fim<7) ^ U * * V * f - K *^tr|&a^ * * - , 

[5] i*^4 tctem^3i^^^--e^®i£m$^m 
^isg-r^> 0 

[0 0 0 7] 

y^y^>\ 

< #31^ o # y ^ -7°^- k > 

( i ) R?!l#^ 2ifcii4-e*$*i*75>' mSB^!)^ «b & & # y K ; 

Tx 1-101 («FiL<ttl~7fl, £ W£L<&1~5^ ItffiK 

t ^ ^ cap \z^-r h *° y ^ k oar, «ftw^&2E# 
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_lo*b * ^r-r & r < 7 mifi^J # y ^ t*^ k*«*fs t v* 0 

^IMFKfclt&flfSB r^@|W|14J Clustal program (Higgins and S 

harp, Gene 73, 237-244, 1998; Thompson et al. Nucl. Acids Res. 22, 4673- 
4680, 1994)tfcsfSKJ: "9 7*7 h^ffiitStLTV^/^T- */Bv>Tf*<b*L 

Pairwise Alignment Parameters t LT 
K tuple 1 
Gap Penalty 3 
Window 5 

Diagonals Saved 5 

itz, *f&WO#'J^^f Ff±> ffeOlMtHftf (fllx-MT^*** ryf, 7-9" 

^\ 7-^> t7y, ^7, 7*^. &*<z>&o 

[0 0 0 8] 

<*ft!BO#'; 7 7 VHr'f- K> 

»± 4 \z.% m.<n t ^ y mae^J -e^ $ kz> # u ^ 7°^ k> w*u6fl9«RSjefl^ 
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<Ro^feffi^J-C2b-6o *9ltt#^*»t* r#*;** V*?-Y\ tcii, DNA 

£ WRNAOPr 2f 2 ti 2> o 
[0 0 0 9] 

(Methods in Enzymology. (1987) 154. 350, 367-382)^(7) Sir 
^(Science (1968)150, 178) CI fc^i & 0 t*ih<D$.^t>^\z & 

L^H^, -e^^Sm* Kv>:*r>>f if $ C: DNA^T- 
[0 0 10] 

o 

W <0 # V ^ K £ a - K1" £ V ^ * V * *f- K ii, ^ x. J: 9 tc^#^> 
CI t tf s T? § * j& s > C O^&j PS h -fte&OWfe TMolecular CloningJ [Sambrook 
, J«b, Cold Spring Harbor Laboratory Press. 1989^]tr&#& CI & 

O 

(1) pcR^fflv^^^ (2) nrffioa^Fi^w^ft (i-£fr*>cDN 

Xli (3) <fc^£-j£?££ t**mfZ> Cl j&*T- £ 
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m&.i-&i&t}*G~t H»&&^t*&$u tit, th#»jK**»f 

^^Iit^{i$^fi2@M^^9^v-tMv^T^ 1 ;^7--tfaSiIR^D (PCR) 

o 

[0 0 11] 

7^&$ttb:fr&t LTJi> RT-PCR (Reverse transcribed-Polymerase chain rea 
ction) , ;-f>yn-;f^^)llf, in situ A^'JN-b'-yaV^if 
£ & RT-PCRK «fc o O # y ^ 77 K & a - K"f 
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[0 0 12] 

[Molecular CloningJ [Sambrook, J^>^ Cold Spring Harbor Laboratory Press 

& * v> ti_hi£o*$&9! O *° V ^ T 9 ^ K & 3 - K1" & *° U * * V * f - K 

$ i?> , c ft h <d ^ ? 9 - Hit ^ & y n -=6 - 9 - %. vmM&M frfrt>& £ 
^V^y^KoHa**^ y -fe > i7 - RNA V ^ ;v -£\ v^iSSS V^v-e 
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^ fflx.lt, Iftm^M^? 9~^£ *)ffi&<Oft£Ml&* h7>^7x^yg 

mM<7)^ »; ;* * V*?- K^Pi?LSItl^lfflM^^I5l^^ 9 -pcDNA3. 1K&&& 

triplet*), jftS<*>«eR05££^* £fc;&*T?§. 

£ V 7t°y ? y T 5 >fe*fflv>TCOS-ljHBJ!a^ 0 ^t-^T^^Of^K^M 

m±mi& c xmm s *t a #@<t> & <t> ^mls^-t? § & 0 w x. i* _tfEcos-i*B 

[0 0 13] 

law, ■$t>K&mwk'r2>zbit>*m&2>o minx, *«wo*m^^'^ 

«-55T9^ h vr-4f> v;uh-*->^ Vr'-r ^^nf 4 > (MBP) * 
[0 0 14] 
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[0 0 15] 

^JEoHJfeW 3 K^f <£ 9 KE?!!*-^ 1 4 fcli 3 *e^$ tL&2|c|&^^5&WO^ 
it^l&m^ * * - * & v» li^W^fit kz*f) &fcik LtzT>m> *DNA®r)t 

4 3t*^o^ v ^ 7^ y<d^m t tz it—m & & ft* <*> ^ ^ ^ ^ - 
•e#3&9! o # y % t v * k <7)^m * Siftil n% it $ ^i&h^ o # y ^ y?- F 

se u w > * y > v 7+ & ft t oa**i»tsifc anrm t 

[0 0 16] 

T>^-tr>XDNAfi> T SjiSii"fe*^ ^* < £ *> 15bpJ^. 

±, 04 L < m00bp> Zhkzfti L < t±500bp&±O8lfi£*rU 3000bp 
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^ KSra — K"t"4#y % 9 Vjr=f- K (flit fi\ SBW^- 1 * ti 3 fcf flft ODNA 
) OE^Jffi$te*l' ***n h ft (Stein, 1988 Physicochemical prop 

erties of phosphorothioate oligodeoxynucleo tides. Nucleic Acids Res. 16, 
3209-21 (1988) ) K X 0 i^Wt %>Z.t i * 0 ±&<?> T > -t > *DNAO#*g- 
»««^OfAMi: LT(i'l >»*^">^Affi % 'J V- Aftft 

V T f - > 3r — fe* & ^<7> n - * - <7)f IJffl *fl^-C § & o 
iJliO^^^^^^-O^^flt Lttt, 1/ hn->^;v^^^^-(McLachlin 
J R(1994) Proc. Natl. Acad. Sci., USA., 91, 6186-6196K Tf/ 1 )^;^^? 
* - (Tong-Chuan He (1998) Proc. Natl. Acad. Sci. , USA. , 95, 2509-2514) <DMM 

[0 0 17] 

m LT, CAP fc c-Cbl^^O^fb&Jgil £ 1"* d h ft &*tftMrefc#ffcffl 
-LIB* * V vm^-^^Hilii: LT*±, K<D— 
^ffl«^^tt^^l^Ktc«J:^CAPtc-Cbl^O^O*6tj^^VMigKl^b 

*«W fc + * t * & ft * «fttt3fc#fM§ **r*- * Mt© * * y - - > ^ftrt* 
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^-^(N.Terrett et al.. Drug Discov. Today, 4(1) :41, 1999 iCioti 

[0 0 18] 

JtOT'li4v>, #K$r^&^i§>£-(i. tetoO-ftm TMolecular Cloni 

ngj Sambrook, J"b, Cold Spring Harbor Laboratory Press, 1989^ ^) K&i 

[0 0 19] 

< Hifrffll l >cm?iikitt(D * * - o$3l 

(1) CAPO^n-->^* 
itfc^T*- * ^ - XGenbankcO 7Hr>3 >#-^U58883Kffi^£ tLjt *r * *CAP 

(c-Cbl associated protein) <D&MW&* 3- K^&cDNA@£?iJ£#M LT. mCA 
P-5HS, mCAP-1, mCAP-2, mCAP-3SE£ffr£ LfeJslTO 4oot'J^^WK 
Sr 7 s 9 >f -7- t LTl£ft L7t (@fi^J#-t 5 - 8 ) o mCAP-5HSK(iffi||£®^Hind I 

I 1-9--^ h£> ^^mCAP-3SE^(i$!jra^EcoRI^^ Y *&-?y 4 -?-<D5' flUc 

15iltt^<7)^^<7)C57BL/6Jv^^ (0^V7tt) <9#^^<£RNA£|M 
SSMe^fciD 1 ;fcMcDNA£fPJ& U CAPit^^n-^^^^^OPCR^Mt 

Lxm^tzo zzx'&m&itwmmm^m (isogen; -y#>^->%t) 

tratl:fv^gL/:o fit!* Lfc^RNAte^mr'** y»J * VT- fe* ( 

JWfcJRLTiR&ffiyfcfcSMLfco ^RNA^<b 1 #fccDNA^OjjMe¥«\ l^g^^RNA 
*i!ME^RJSffl* ? h (Advantage™ RT-for-PCR Kit ; * n >f y £ffiv> 
X20/u KD&Tff^tzo 
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0teDNA£5,uK PyroBEST DNA Polymerase (SMittt) &0.5//K T/^v-fc 
#50pmolfflV>T, ^fl:50y«lWS^t?ffofeo SE^fP^95 0 CT-3^v^cO* ) 
, 98°C-C10#\ 60 o C-C30#\ 74*CT90^O 3 ^-r y y^e>**Xg*40-9">f ^ ^ 

^HiiiPiifH-*^il^^EcoRV-em'ft:L^7 p v^ 5 KpZErO-2. 1 (>f > Vf h n v\x 

y^-^x>t- (ABI 3700 DNA sequencer T^-f K^^-yXfAXtt) £ 

pcR-eiiips $ titzmm^fr* n - K^ait^^^' us tcmn^fri a - k 

i-*»^WfM-05* 11t±, CAPit^T- K ft £14 K tz1z*X>b-Dj£&tZ> fftj TO^Sa 
RgStHindl I I £SacI £fflv>T, £ fcC5fcffll¥#fc a- KI-afc^Brtf-liffl) 

y)m-?ztwe%, zti^zmmmmmndi 1 1 tEcoRix-mikLtz-??** k 

pcDNA3.1(+) ('f>lffnyx>t) KIWK? v 3 £ t *) V 

(2) »«ywN>f y KIM^7^5 K^l 
^•^CAPOcDNAfc®^.?--^ "T 1 ; y KJBftS-"** * -pDBtrp (-f > tf h 
i^tt)^Ai"&feiC>> t * ^CAPit^T-E^JO^- tL-Ptt5' fl!l&tf3* HUpDBt 

t^^^XCAPy^X^ K^^MiiLT, DNA*°';^7--tr (Pyrobest DNA polym 
erase ; ^Miitt) £/Bv\ 98*0(1^)0^ 98"C(5fJ>K 55*C(30#K 72<C(555-) 
co-^-Y ^ ;v=Sr35HI> mViELfzo Zomm^bfrtzWAWftte^V xCAPifrfcT-O 

«H»«SallXtmcoI-Ciaif LTiMLLfc Lfc^* * -pDBtrpSl^fBTifibtL 
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>tf hnv^>?±) ~«JDU y^CrAftflfeifetcJ: O^WKifcL^ (Guthrie C. 
and Fink R. , Guide to Yeast Genetics and Molecular Biology, Academic, S 
an Diego, 199130 „ *<0&&mWttmi&toX~ttmi&&z.1j s tkC* pDBtrp<7)v;V 
^ ? n > W J h C7 ? *CAP cDNA^Jf A $ *tfc 7*7^5 K (J^TpDB-CAP 
tUftlSJi-*) #3&S3*i;fco I§I7 P '7X* K*#-f-*BHMIIU&*\ 7*7X5 K(OS 
iRv-# — h U 7* b 7 7 > ^^S^tfcSf Mf /J^i (DIFCOtt) (2 

L> ^>v>^7l> (7^7^ K/Uty^fAtt) Jr>"*f- ( 

ABI 3700 DNA sequencer 77*7^ K^^f "f tv7f AXtt) ^fflv^T^SS^JO 
&5fe£fr^ CAPOcDNA^ pDBtrp^GAU DNAf^flitO =r - K^J*taiR7 1/ 

(3) ^wW^'J^K^^y--^^ 
±i£OpDB-CAPKJ: ^fl^ILfry-^^'J y KffiiiW*MaV203 £400ml OYP 
Difcfltfgfilfc (DIPCOtt) I' MM U ««590^ y^-h ^O%*flE*«0. I^<b0. 4K & 
& * T-30r -CJ|&6B*BI* £ 9 Lfcffe, V f - ^A^fSt 3 > > h -fe ;w 
L> ffc&ifcl.OmlOO.lM 'Jf^A-fniWl:l«Lf; 0 |WJM£t:h# 
9 4 7*9 V — (?U>7-v ? ttMatch Maker cDNA 1 ibrary) &20 fi gX-ftZM 

-•e^h'j7'h77>, n -f *^$^:^H^jft*4^» (DIFCOtt) 
(20%7#n-x) ±KX^-t^^tizH OSgflU M7°7X5 Kj6*3IA$*l 

frK, 7*y y K->^-rAHi3^-CAXW»w|&a$^GAU DNA 

tttf>tt<fr*e*fc, GAL4 K^ii^Oitt^SSW^^Ufe^^l&SlI-* 
* -3tf£T-HTS3ri*f1?Uj Lfe«Ufil*a^'*-& fc^f-v* > fcBfe 
£ <b HHIS37) ? =r- Kl-^^<7)ia#^J-e^)^.3AT(3-AMIN0-l,2,4-TRIAZ0LE ; 
^^^±)20aM^muVtzmfm^mM (20%7 2fn-x) _h^30TC-e5HK^S 
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f£> HIS3fc{±BIJ<Z>y -TV y K i/*xAO|&^g^V#-*-^&*lacZ 
- -fe'f&tt t±i&* JiO»flMIHIfe £ ~ h n ^ ;v n - * 7 ^ - Ui* «K ij£#:M 

# k# tt x z tzik, mMremmL, 74 ^*-£o.4%ox-gal(v^?±) 

u u £M^f £ i £ J: , (aPfcjfrfr1-*S6 JtfcSSS Ltv>^,ff» 
£#7£ |W1«^ t> * o > t- y ? ttYeast Protocols HandbookO^r^ir^o X 

mm-%llxmZfr2>m.mW,m (GAL4 Mit^£-1-&@E^J ; GenBankT 
^t-r/a U29899 Cloning vector pACT2 fijfe) ^^^fv-tU v 

-^•>y^^7l> (T"7*7>f K^M^-v^T-Atfc) ;gur->-*- V-fr- (ABI 37 
00 DNA sequencer 77*7^ K^Mtv^tAXtt) ZM^XtikMLtzfe^ @£ 

1 tc^l-mSSS^iJ 1 * n - > fc @£?iJ#-5§- 1 <7)fjl64# Ufrb9 ±»ff 
A^^. BB^!I#^ 3 H/Kl-j»!S£iJ £ *tr 2 * n - *LT v> £ c t &itB 

( 4 ) CAPBPlitfST-O^cDNAO ^ n - > ^ 
ffiifc (3) <^fe*. BB^J#^lS^3^$*L4^R^JO^g«r-S-tr»^Wf 

# «b *U CAPlCjft^i" & H^^^E**^ $ fltZo * Z Xmm^ 1 X7F. £ 
*@£?|J0^525# mfrb f£504# g OffiHifi^JOffiWfilUffiSi-* S£^iJ#-^12T^ 

llt»*$*t&tta6IB^I07 , 9^ v-«rfflv»THr*0#»JBft3|EcDNA9>f 7*7 y - 
£> PCR& frC «t «9 ^cDNA^^S £fftfr fz a PCRRS»iDNA^ 'J^7-b* (TAKAR 
A LA Taq ; SSattt) £fflv*. 94<C (3t» <?>m> 941C(30#) ■ 58X2(1. 5#) • 72TC 
(4#)<W>f *;v&35IIIiJR!JigU ^OPCRH%^#MC LX Z Z> Km £4kftX?C 
Rfcfrofco PCRjtt/ £ T # n - * YlVWMMM} tio Xfrm L tiffed ft600ffl 
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(pcDNA3. l/V5-His-T0P0; 4 > If h n >*±) KT0P0 TA Cloning > 

4 , <7)t¥XDNA|ffM-om*SSM^> ^**-_hOT7 7°n^e- * -$ftfcfc*t£~f-* ^ 
7^fv- (T0P0 TA Cloning kit/-* > tf h n >ft ; l£?ij#-i§-13) £: v-*" > 

zsyy*v y (Ty°?4 wt^fAtt) &u^>-^>-9— (abi 3700 dna 

sequencer 7^7 W * v^f- AX|i) £fflv»T#ygLfco SS^iJ 

1 $ 3 tc^t-DNA@e^I^tf^ n- £ fcHBU 1 

@E?!l#-t 2 £ fcf* 4 IC^-TT 5 smMn* 3 - K-TSDNAO h V -7°V -7 h 
£@5^J#^l£0 ? 3O#!#K&;z>ATG (gj!&3K>) J: 0±«HtiBOOM*&3 K 

(5) CAPBPl#l5i^ ?-<DftU 
KHife (4) T^^tL^CAPBPl^^-O^SSByiJ^^-tf^^X^ K^fb, E?!l#^ 
l»ir3JC^«a6E9!lfll»Hfl6v», JEi*CAPBPl®e««r3-K-r*CAPBPl cDN 

<D\Mky°y 4 v-(±^tt-rtti£^J## 1 3 £ti 3 ^l-CAPBPlitfc^-W $k 3 

$u-=-y s?&3' K^<??- ft*OV5^- t? 1 — "T" (paramyxovirus SV5 pro 
teinfi^ Southern J A (1991) J. Gen. Virol. 72, 1551-1557,1991) WHIS6* 
^(Lindner P (1997)BioTechniques 22, 140-149) ^CAPBPljtfsT-tf) h V 7*1^ y b 
tlH £"7 1^— A t?^ < J: ? CAPBPIO^ h y "fzi K >@B^J^^tL^ J: ? !£it 
Ltz 0 PCRRJCS*±DNA^V ^ 9— (TAKARA pyrobest ; Si@i£*±) 98*0 ( 

1t» 98*C (5#) • 58t: (30#) • 72V (2#) <W * ;V *40H1#. VMLtZo * 
<Offc%ffi h *Lfc525*fc**ti3 X tf534£a&*fr<OCAFBPl cDNA£ fL^ft^trDNAWftf* 
£ > tfTi&OS&S^ * * -pcDNA3. 1/V5-Hi s-TOPOfc ? n y y L£ 0 # h iXtz 7" 
7^^ K+0#ADNABfM-OffiHBEy!l«:±iE (4) t fflMfc Lt^Lf;^f> @E 
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1 OE^iJ £#tr & <D fcpcDNA-CAPBPl (-) „ W$m^ 3 <DWM Sr^tr *> O SrpcDNA 
-CAPBP1 (+3) i:B&ISf So 
[0 0 2 0] 

<H«U2> CAPBPl*ejt«r«3Bi-**«#BJS^f^Jft 

(1) CAPBPlf&m#ttOffr& 

-L&O^&fefl! 1 ( 5 ) -effcfc L^H^"/^* 5 KpcDNA-CAPBPl (-) «fc tfpcDNA 
-CAPBP1 (+3) *^ti^tiC0S-immzmXLtz o COS-immmv x.frlgm-fl'- 
h (^i;Vit#35mm) O^#JE^#^i;i/2ml<D10%^l&^lflL^ (v^^tt) 

$gmL?z 0 ^<7)«ic; >m#^v*>^& (Graham et al., Virology, 52,456,1 
973. it^SXi:^m/fil*fffil3-15Hl994^)m: *K pcDNA-CAPBPl 

(-) VMipcDNA-CAPBPl (+3) (1. Oju g/u ^ )V) K h^>*-7^1* 

L/io 48B#F^#t/^ i£ifc£l&*U tt*'J>tIit (&TPBS £ B&$; 

^^L7t^^^i;v^^00.1 mlO»^^(100mM i;^&5&i;*A( 
pH7.8)> 0.2% h V h >X-100) ^aiTM^iillfco 

(2) CAPBPl^e®^tffi 

±M<mmm 2 > ( 1 ) ^capbpii&^wo^^io^ hcio^ kt>2^esds-9- 

y-ffyrty 7 7 — (l25mM h V ^^(pH6.8). 3%^ * V 20% 
^V-trV^ 0.14M p-*)V-Z>7*Y3L? J -;K 0.02«7'nA7xy-;V7';^) 

*«inu loor^^F^st/cm, io%osds^ 'Jt^'J^t? Kr^m^t!; 

;i-n -^±<7)CAPBPl^S®<7)^tB £^to fc„ — ^tiL^t' (iCAPBPlOC^^gji^ 
£^£V5-xei— T^mfrTS^y ?u-1-)l<m* ('fvt'hny'x^i) 
v\ HgG-HRPM^35M£ Ktfc) £ffiv*£o 45T 

^ ym^^^^C^fi!l<7)^^^^-tf220$)SV^i223T^ /^«b&£CAPBPl-V3 
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-HIS6M^Se@=£r^-r^24kDa<^^e®^|&^^^-pcDNA-CAPBPl (-) 
WipcDNA-CAPBPl (+3) ^4^lt^Jli?^^ ^ £ ^if^L^o <r*U-J: 

*) > mmmm^x^ u-->>r Ltzm&<Dcmnmttte&&mnj)mi)H~$m. 

[0 0 2 1] 

<^WJ3> CAPBPlitf£?-oaWJ^31^|j?# 

x^momm^n, Rzfmm^u k^i-capbpi \zm m 7*7 4 v - £ 

ffl^t, 1 & & v> f i 3 lC^-TCAPBPia:f5^<7>^:KcDNA®f>t £ , 

ffi 5fccDNA#> h PCR^IS ^^Tiffl^l^ #® MB, K3$tfZ> CAPBP1 0 O 

|a^ii-<^o I, 3Mi\ ^fliu jfhsl B, vysm, 

mm, mm., mm, til HeLaMs^ocDM^:/;? 1 ;- ( 

^n>-7--y ^t±) ^l^g^x^T 9 ^- h £ LTDNA^'J p< 9— If (AmpliTaqWDNA 
polymerase; T^? << * is XT M±) ZJB^, 98X:(1^)^)^ 98^(5^) 

. 58X3 (30#K 72V(1.5fr)<D?CR*f'(?)l<$:35®mV)i&Ltz 0 #^*t£PCRMj 

sm, ?Lm**0#cDNA^ ^/y'J-^f) fiffrg-f ^CAPBPlOgfcfrlfrJt £^tr £ 

&fr>ti&ffi5oo&mt<7)wmFftfmuzfofzo £*t£><7>DNA©rtf-£#* r^rn- 

X^V^^f>MLt|i _L^O<^JfeMl> (4) IcffiL^&^v^iJl: 
^14lc^7°7^^-^fflv^T^DNA^>irO^@B^J5:^^tL^L/;^, 
SB^iJ*^- 1 2b & W± 3 jj* t /iCAPBPl t OSE^iJ & Cl i #?SK £ *l£ c 

^ <7> i «h p> , 1 , 3 £ tt^, ^bjcapbp i itfsT-oumi^ -f > 
zztmrnLfzo 

[0 0 2 2] 

<H«!) 4 >jEflWi^7 f ^v->^ tc*»t*CAPBPl|&S*Offl!5t 
-ti£ofcijt,£J: ^#&^0CAPBPiM6JCteCAP£^U £N*>W 
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Wfcmzmt> & ^ t &=?m $ tifz 0 * z x2mm<om^m^r)^ ? ^m^y/Ta ( 

Iwatsuka et al. Endocrinol. Japon. : 17, 23-35, 1970, Taketomi et al., Ho 
rm. Metab. Res., 7, 242-246, 1975), & X O f C57BL/KsJ-db/db (Chen et al., 
Cell, 84, 491-495, 1996, Lee et al., Nature, 379, 632-635, 1996, Kaku 
et al., Diabetologia, 32, 636-643, mW'WfeffiK&lf 2>Cm?imitt<D 
^ 7-fe>v>-RNA(mRNA)^*^ilJfeL. itULfZo 

^BJCAPBPlitfs^^^^^^vn^o^ft^iiJ^L, |W1 
mizMfcLfzyV li)VT)VTt K 3-V >m.!&7kmmm (Glyceraldehyde 3-pho 
sphate dehydrogenase (G3PDH) ) itfc^Of&^iK X t)WjEL?z 0 Mfc&t Lt 
&PRISM ™ 7700 Sequence Detection System £SYBR Green PCR Master Mix ( 
Tf^-i KAMty^fAXtt) Zm^tio »!J^^^^T{iPCR-eifilii$tL 
tz2^mMk^t *) £ $>SYBR Green rfefSteo^TtAfc V Tfr? 4 A i,z^m • 

(1) ^RNAcop^ 

^RNA(iRNAjftaiffl^ (Isogen ; - v v- >*±) ^ffl^Tl^*^^ 
15^IftfrO * x OC57BL/6 J v ? * > KKAy/Ta v ? 7, N C57BL/KsJ-dbm m+/m+ v ^ X , ' 
C57BL/KsJ-dbm db/db^* (v>-f*t& l^Ttt) ^#*&^£fi§!f L£ 0 C 

57BL/6JT C57BL/KsJ-dbm m+/m+ v ^ A fi^HT v ^ 7. , KKAy/Ta^ C57 
BL/KsJ-dbm db/dbv^X^MH^^^Vv^^ £: Ltfi]f>tLtv^ 0 HJiL 
^RNA(i-€-om-r*^^r~>';^^l/T— fe* (- y *°>v- >*±) fcffi^T^S 
U 7x/-;V^nn*^M ^*/-;v«LT^®7XK^L-20°C 

(2) l^ilcDNAO^ 

^RNA^«b 1^IIcDNA-\0^^{±, 0.25^g<^RNA*fflv\ mifc^Kfcm*? h 

(Advantage™ RT-for-PCR Kit ; ^ n >f y ^tt) £JB^T20// KD&Xft o 
o it^^, ^7X180// i^inx.T-2or-e^L7to 

(3) PCR^^-T v-<7)fp^; 
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CAP1403, CAP1404, G3PDH F, G3PDH Rt<fa% Lfz&T<D 4 'J =f.s * I/*?- 

K (MB^iJ#^-15-18) & (4) ^^-e^^PCRO^^-l'^-i: LTlSftb^o C 
APBPlSfci 1 L X {i@e^J#^-15 £ @S3«#160&^it\ G3PDH«^ \~M L X 

(4) m^^M<Difm 

PRISM ™ 7700 Sequence Detection System^* ^PCRif*!^ V TA^ -f A«95£»i 
25^1^T*^#lCt^->rffo7to #3Uc£v>-C l^i!cDNA(i5^ 1> 2xSYBR Gr 
eenM^^12.5^K #7" 7 ^- S±7. 5pmoH£ffl L£ 0 &£^*IM«Kti. 1 
^ilcDNA twftx.T0. \fx%/ fi \(D~? *5 J ADNA n y 
^L^tO*5^1ffiv^ e PCRti, 50 < CT'10^^^T95t:-ei0^(7)f^ 95t:T*l 
5#\ 60 < C-C605^<^ 2^7 7 7"^ ^ &l3I£45^r -f * 0 iS"T £ 1 £ 0 fi 1 

#t££Bc is It & "V 7 7, CAFHPlatfc^S&SS t± > Tffi^ -c GSPMf^f- 

(OZmAXWELtio 

[CAPBPl^iE^m*] = [CAPBPiat^<7)^m» (&7*-*) ]/ [G3PDffit^T^ 
l&m* ] 

±5&Oj»*, I212ic^-r®«9, ^l&H^CAPBPlOv^^^-^vn^^Of&mti 

t t:*9mm<om&£ *> > capbpi^*^^^^ * «j es^msto^i&hwti** 

[0 0 2 3] 

CAPBPii±^r y yz^vi-^^m^^mtz^mM^xh *) . ^t 9 
k% #y**w-7-b\ s&m^* *>*y>«fifcttSfc#Ms 
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[0 0 2 4] 

J^TOE^OSfc^tB t< 2 2 3 >fctt, [Artificial Sequ 
e n c ej <7>mBJ£fB«1-&o ^fctoKli, E»PJff5-l 0.12- 

iom^mztiz>m.mmiui, * -pack (GenBa 

nk U29899) <£>3l5183#i (5' ) ~^5162#g (3' ) ££@E?iJ-C£> 
[0 0 2 5] 

SEQUENCE LISTING 
<110> Yamanouchi Pharmaceutical Co., Ltd 
<120> CAP binding protein 
<130> 3198IPY 
<160> 18 

<170> Patentln version 3.0 

<210> 1 

<211> 528 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
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<222> (1) . . (525) 

<223> Inventor: Oda, Tamaki; Endoh, Hideki; Ueda, Yoshitaka; Inabe, Kaz 
unor 



<400> 1 

atg egg cga teg agg age tct gcg gee gec aag ctg cgc ggg cag aag 48 
Met Arg Arg Ser Arg Ser Ser Ala Ala Ala Lys Leu Arg Gly Gin Lys 
15 10 15 

egg tec ggg gee tec gcg gee ccc gcg gee tec gcg gee get gee ttg 96 
Arg Ser Gly Ala Ser Ala Ala Pro Ala Ala Ser Ala Ala Ala Ala Leu 
20 25 30 



gca ccc age gee acc cgc aca egg cgc tec get age cag gee ggg age 144 
Ala Pro Ser Ala Thr Arg Thr Arg Arg Ser Ala Ser Gin Ala Gly Ser 
35 40 45 

aag age cag gcg gtg gag aag ccg ccg teg gag aag ccg egg ctg agg 192 
Lys Ser Gin Ala Val Glu Lys Pro Pro Ser Glu Lys Pro Arg Leu Arg 
50 55 60 

cgc teg teg ccg egg gee cag gag gag ggc ccg ggg gag ccg ccg ccg 240 
Arg Ser Ser Pro Arg Ala Gin Glu Glu Gly Pro Gly Glu Pro Pro Pro 
65 70 75 80 

cct gag ctg gcg ttg etc ccg cca ccg ccg ccg ccg ccg ccg act ccc 288 
Pro Glu Leu Ala Leu Leu Pro Pro Pro Pro Pro Pro Pro Pro Thr Pro 
85 90 95 
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gcg acc ccg acg tec teg gcg tec aac ctg gac ctg ggc gag cag egg 336 
Ala Thr Pro Thr Ser Ser Ala Ser Asn Leu Asp Leu Gly Glu Gin Arg 
100 105 110 

gag cgc tgg gag acg ttc cag aag egg cag aag ctt acc tec gag ggt 384 
Glu Arg Trp Glu Thr Phe Gin Lys Arg Gin Lys Leu Thr Ser Glu Gly 
115 120 125 

gee gec aag etc ctg eta gac acc ttt gaa tac cag ggc ctg gtg aag 432 
Ala Ala Lys Leu Leu Leu Asp Thr Phe Glu Tyr Gin Gly Leu Val Lys 
130 135 140 

cac aca gga ggc tgc cac tgt gga gca gtt cgt ttt gaa gtt tgg gee 480 
His Thr Gly Gly Cys His Cys Gly Ala Val Arg Phe Glu Val Trp Ala 
145 150 155 160 

tea gca gac ttg cat ata ttt gac tgc aag tac egg aat tat ata tga 528 
Ser Ala Asp Leu His He Phe Asp Cys Lys Tyr Arg Asn Tyr He 
165 170 175 



<210> 2 

<211> 175 

<212> PRT 

<213> Homo sapiens 

<400> 2 
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Met Arg Arg Ser Arg Ser Ser Ala Ala Ala Lys Leu Arg Gly Gin Lys 
15 10 15 



Arg Ser Gly Ala Ser Ala Ala Pro Ala Ala Ser Ala Ala Ala Ala Leu 
20 25 30 



Ala Pro Ser Ala Thr Arg Thr Arg Arg Ser Ala Ser Gin Ala Gly Ser 
35 40 45 



Lys Ser Gin Ala Val Glu Lys Pro Pro Ser Glu Lys Pro Arg Leu Arg 
50 55 60 



Arg Ser Ser Pro Arg Ala Gin Glu Glu Gly Pro Gly Glu Pro Pro Pro 
65 70 75 80 



Pro Glu Leu Ala Leu Leu Pro Pro Pro Pro Pro Pro Pro Pro Thr Pro 
85 90 95 



Ala Thr Pro Thr Ser Ser Ala Ser Asn Leu Asp Leu Gly Glu Gin Arg 
100 105 110 



Glu Arg Trp Glu Thr Phe Gin Lys Arg Gin Lys Leu Thr Ser Glu Gly 
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Ala Ala Lys Leu Leu Leu Asp Thr Phe Glu Tyr Gin Gly Leu Val Lys 
130 135 140 

His Thr Gly Gly Cys His Cys Gly Ala Val Arg Phe Glu Val Trp Ala 
I4 5 150 155 160 

Ser Ala Asp Leu His He Phe Asp Cys Lys Tyr Arg Asn Tyr He 
165 170 175 

<210> 3 
<211> 537 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1) . . (534) 

<400> 3 

atg egg cga teg agg age tct gcg gec gec aag ctg cgc ggg cag aag 48 

Met Arg Arg Ser Arg Ser Ser Ala Ala Ala Lys Leu Arg Gly Gin Lys 
1 5 10 15 
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egg tec ggg gec tec ggg gee tec gcg gee ccc gcg gee tec gcg gee 
Arg Ser Gly Ala Ser Gly Ala Ser Ala Ala Pro Ala Ala Ser Ala Ala 
20 25 30 



^-vl 27/ 



96 



get gee ttg gca ccc age gee acc cgc aca egg cgc tec get age cag 
Ala Ala Leu Ala Pro Ser Ala Thr Arg Thr Arg Arg Ser Ala Ser Gin 
35 40 45 



144 



gee ggg age aag age cag gcg gtg gag aag ccg ccg teg gag aag ccg 
Ala Gly Ser Lys Ser Gin Ala Val Glu Lys Pro Pro Ser Glu Lys Pro 
50 55 60 



192 



egg ctg agg cgc teg teg ccg egg gee cag gag gag ggc ccg ggg gag 
Arg Leu Arg Arg Ser Ser Pro Arg Ala Gin Glu Glu Gly Pro Gly Glu 
65 70 75 80 



240 



ccg ccg ccg cct gag ctg gcg ttg etc ccg cca ccg ccg ccg ccg ccg 
Pro Pro Pro Pro Glu Leu Ala Leu Leu Pro Pro Pro Pro Pro Pro Pro 
85 90 95 



288 



ccg act ccc gcg acc ccg acg tec teg gcg tec aac ctg gac ctg ggc 
Pro Thr Pro Ala Thr Pro Thr Ser Ser Ala Ser Asn Leu Asp Leu Gly 
100 105 110 



336 



gag cag egg gag cgc tgg gag acg ttc cag aag egg cag aag ctt acc 
Glu Gin Arg Glu Arg Tip Glu Thr Phe Gin Lys Arg Gin Lys Leu Thr 
115 120 125 



384 



tec gag ggt gee gee aag etc ctg eta gac acc ttt gaa tac cag ggc 



432 
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Ser Glu Gly Ala Ala Lys Leu Leu Leu Asp Thr Phe Glu Tyr Gin Gly 
130 135 140 

ctg gtg aag cac aca gga ggc tgc cac tgt gga gca gtt cgt ttt gaa 480 
Leu Val Lys His Thr Gly Gly Cys His Cys Gly Ala Val Arg Phe Glu 
145 150 155 160 

gtt tgg gcc tea gca gac ttg cat ata ttt gac tgc aag tac egg aat 528 
Val Trp Ala Ser Ala Asp Leu His He Phe Asp Cys Lys Tyr Arg Asn 
165 170 175 

tat ata tga 537 
Tyr He 



<210> 4 

<211> 178 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Arg Arg Ser Arg Ser Ser Ala Ala Ala Lys Leu Arg Gly Gin Lys 
15 10 15 



Arg Ser Gly Ala Ser Gly Ala Ser Ala Ala Pro Ala Ala Ser Ala Ala 
20 25 30 
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Ala Ala Leu Ala Pro Ser Ala Thr Arg Thr Arg Arg Ser Ala Ser Gin 
35 40 45 



Ala Gly Ser Lys Ser Gin Ala Val Glu Lys Pro Pro Ser Glu Lys Pro 
50 55 60 



Arg Leu Arg Arg Ser Ser Pro Arg Ala Gin Glu Glu Gly Pro Gly Glu 
65 70 75 80 



Pro Pro Pro Pro Glu Leu Ala Leu Leu Pro Pro Pro Pro Pro Pro Pro 
85 90 95 



Pro Thr Pro Ala Thr Pro Thr Ser Ser Ala Ser Asn Leu Asp Leu Gly 
100 105 110 



Glu Gin Arg Glu Arg Trp Glu Thr Phe Gin Lys Arg Gin Lys Leu Thr 
115 120 125 



Ser Glu Gly Ala Ala Lys Leu Leu Leu Asp Thr Phe Glu Tyr Gin Gly 
130 135 140 
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Leu Val Lys His Thr Gly Gly Cys His Cys Gly Ala Val Arg Phe Glu 
145 150 155 160 

Val Trp Ala Ser Ala Asp Leu His He Phe Asp Cys Lys Tyr Arg Asn 
165 170 175 



Tyr He 



<210> 5 

<211> 45 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequenceran artificially systhesized 
primer sequence 

<400> 5 

gcaagcttgt cgaccatgag ttctgaatgt gatgttggaa gctct 45 

<210> 6 
<211> 30 
<212> DNA 
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<213> Artificial 
<220> 

<223> Description of Artificial Sequenceran artificially systhesized 
primer sequence 

<400> 6 

ctgacgtaat gtctggagtc gggctgactg 30 



<210> 7 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially systhesized 
primer sequence 

<400> 7 

agccgggcaa gtcttcggtc ctgaccaatg 30 



<210> 8 

<211> 44 

<212> DNA 

<213> Artificial 

<220> 



ffiliE# 2003-3093729 



2002-298549 ^ 



<223> Description of Artificial Sequencelan artificially systhesized 
primer sequence 

<400> 8 

cggaattcgt cgactgcttt ttagtcttct tatagatata aagg 44 



<210> 9 

<211> 62 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially systhesized 
primer sequence 

<400> 9 

agagagtagt aacaaaggtc aaagacagtt gactgtatcg atgagttctg aatgtgatgt 60 



<210> 10 

<211> 64 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequenceian artificially systhesized 

ffltE#2 003-3093729 



• 



mm 2002-298549 
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<400> 10 

tggagacttg accaaacctc tggcgaagaa gtccaaagct tatagatata aaggttttac 60 



<210> 11 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence: the sequence of the 5183th (5' 
) 

to 5162th(3' ) bases in cloning vector pACT2 (GenBank U29899) 



<210> 12 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequenceran artificially systhesized 



atag 



64 



<400> 11 



cgcgtttgga atcactacag gg 



22 
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<400> 12 

tatataattc cggtacttgc ag 22 

<210> 13 

<211> 16 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially systhesized 
primer sequence 

<400> 13 

taatacgact ataggg 16 





<210> 14 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence: an artificially systhesized 
primer sequence 

<400> 14 
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atgcggcgat cgaggagc 



18 



<210> 15 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequenceian artificially systhesized 
primer sequence 

<400> 15 

gacctggggg agcagcggga g 21 

<210> 16 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequencelan artificially systhesized 
primer sequence 



<400> 



16 



ggtgtccagc agcagcttgg 



20 



WSE# 2003-30937 



12 0 0 2-2 9 8 5 4 9 ^ ^~ v '• 36/ 



<210> 17 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:an artificially systhesized 
primer sequence 

<400> 17 

aaagtggaga ttgttgccat 20 

<210> 18 

<211> 19 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial Sequencelan artificially systhesized 
primer sequence 

<400> 18 

ttgactgtgc cgttgaatt 
[0 0 2 6] 

[mi] 

mm.m* T)V^r *j XKKAy££Wdb t lEUt^ V X K £ # & % OCAPBPlfl 
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